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Remarks 



Applicant has carefully considered this Application in connection with the 
Examiner's Action, and respectfully requests reconsideration of this Application in view 
of the foregoing amendment, and the following remarks. 

Applicant has amended Claims 5 and 8. Support for the amendments can be 
found in the specification as filed. No new matter has been added. 

Accordingly. Claims 1-6. and 6 are presently pending in the Application, with 
Claims 1, 4, 5, and 8 being the independent claims. 

/. Allowable Subject Matter 

The Examiner has determined that Claims 1-4 and 6 are free of art, and hence 
are in condition for allowance. 

//. Rejection of Claim 5 under 35 U.S.C. § 112 First Paragraph 

Claim 5 stands rejected under 35 U.S.C. § 1 12, First Paragraph, as failing to 
comply with the written description requirement. The Examiner asserts that the claim 
contains subject matter which was not described in a way as to reasonably convey to 
one skilled in the relevant art that the inventors, at the time the application was filed, 
had possession of the claimed invention. 

Specifically, the Examiner first contends that the specification does not 
adequately describe the nexus between the modulation of substance P receptor and a 
useful treatment of a disease/condition. 

The MPEP at 2163.02 states that an objective standard for determining 
compliance with the written description requirement is, "does the description clearly 
allow persons of ordinary skill in the art to recognize that he or she invented what is 
claimed." In re Gosteli, 872 F.2d 1008, 1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989); 
Under Vas-Cath. Inc. v. Mahurkar, 935 F.2d 1555. 1563-64. 19 USPQ2d 1111, 1117 
(Fed. Cir: 1991). Using this standard, Applicant's Claim 5 satisfies the written 
description requirement for the reasons discussed below. 
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Applicant guides the Examiner to pages 2 and 3 of Applicant's specification, 
where Applicant discusses that 

• Substance P is a naturally occurring undecapeptide of the 
tachykinin family. It is produced in mammals and acts 
pharmacologically as a neuropeptide. Substance P plays an 
important role in various disorders, for example in the case of 
painful conditions, in migraines and in certain disorders of the 
central nervous system, such as anxiety states, vomiting, 
schizophrenia and depression, and in certain motor disorders, such 
as Parkinson's disease, but also in inflammatory diseases, such as 
rheumatoid arthritis iritis and conjunctivitis, in diseases of the 
respiratory organs, such as asthma and chronic bronchitis, in 
diseases of the gastrointestinal system, such as ulcerative colitis 
and Crohn's disease, and in hypertension. 

• Extensive pharmacological studies have shown that the 
compounds according to the invention antagonise substance P to 
an especially preferred extent and thus inhibit the symptoms 
induced by substance P. 

• The substance-P-antagonising effects can be demonstrated - as 
shown below - using test methods known to the person skilled in 
the art. Such effects are observed both In vitro and In vivo. For 
example, the substance-P-induced formation of phosphoinositol in 
human astrocytoma cells is antagonised in vitro by the compounds 
of formula 1 and 1A. 1C 5 o values of from approximately 1 nmol are 
found. A suitable test model for the detection of that inhibition is, 
for example, the test method of Lee, CM. et a/., as described in 
J.Neurochem. 59,406-414(1992). 

• In addition, the binding of 3H-substance P to bovine retina in the 
radio reoeptor assay according to H. Bittiger, Ciba Foundation 
Symposium 91,196-199 (1982) is inhibited with 1C 5 o values of from 
approximately 1 nmol. For example, the following in vitro values of 
about 10 nM were obtained for the target compounds of Examples 
1 and 2. 

• A change in behaviour is produced in gerbils by i.c.v administration 
of substance P methyl ester. That effect can be inhibited in vivo 
after peroral administration of compounds of formulae 1 and 1A and 
the salts thereof. A.Vassout et al. which was presented at the 
"Substance P and Related Peptides: Cellular and Molecular 
Physiology" Congress in Worchester, Mass., in 1990. In that 
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method. EDso values of from approximately 0.1 mg/kg p.o. are 
obtained, demonstrating their usefulness in the treatment of 
disorders of the central nervous system. 

• In vivo, using the experimental procedure of Lundberg et al., Proc. 
Nat. Acad. Sci. (USA) 80, 1 120-1 124, the compounds of formulae I 
and IA and the salts thereof inhibit vagally induced bronchospasms 
in guinea pigs at a dose of from approximately 1.0 mg/kg i.v., which 
demonstrates their suitability for the treatment of asthma. 

• The substance-P-antagonists of formulae I and IA prepared in 
accordance with the invention and the pharmaceuticaily acceptable 
salts thereof are accordingly outstandingly suitable for the 
therapeutic treatment of the pathological symptoms listed 
hereinbefore. 

When the paragraphs cited above are considered with the data presented in the 
Examples, one skilled in the art would recognize the nexus between the modulation of 
substance-P receptor and a useful treatment of a single disease or condition. Thus, 

Claim 5 complies with the written description requirement of §1 12, first paragraph 
regarding possession of the invention. 

III. Rejection of Claim S under 35 U.S.C. §112 First Paragraph 

Claim 5 also stands rejected under 35 U.S.C. § 112, First Paragraph for 
enablement. The Examiner asserts that the claim contains subject matter which was 
not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

Applicant need not have actually reduced the invention to practice prior to filing in 
order to satisfy the enablement requirement under 35 U.S.C. §112, first paragraph. 
MPEP §2164.02 (citing Gould v. Quigg, 822 F.2d 1074 (Fed. Cir. 1987)). Indeed, the 
invention need not contain a single example If the invention is otherwise disclosed in 
such a manner that one skilled in the art will be able to practice it without an undue 
amount of experimentation (In re Bortmwski, 422 F.2d 904, 164 U.S.P.Q. 642 (CCPA 
1970)), and "representative samples are not required by the statute and are not an end 
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in themselves- {In re Robins, 429 F.2d 452, 456-57, 166 U.S.P.Q. 552. 555 (C.C.P A 
1970)). Thus, 35 U.S.C. § 1 12, first paragraph, enablement does not require any 
working examples. 

The test of enablement is not whether any experimentation is necessary, but 
whether, if experimentation is necessary, it is undue. MPEP §2164.01 (citing In re 
Angstadt, 537 F.2d 498, 504 (C.C.P A 1976)). The fact that experimentation may be 
complex does not necessarily make it undue if the art typically engages in such 
experimentation. Id. Further, the specification need not disclose what is well-known to 
those skilled in the art and preferably omits that which is well-known to those skilled and 
already available to the public. MPEP §2164.05(a) (citing In re Buchner, 929 F.2d 660, 
661 (Fed. Cir. 1991)). Therefore, enablement does not require a working example and 
experimentation is allowed so long as it is not undue. 

Applicant respectfully submits that newly amended Claim 5 is enabled under 35 
U.S.C. §1 12, first paragraph, for the reasons discussed below. 

Newly amended Claim 5 is enabled under 35 U.S.C. §112, first paragraph 
because the specification as filed amply supports claims reciting a method of 
administering a therapeutically effective amount of a compound of formula 1 to an 
animal in need thereof to treat the following disorders induced by substance P: pain; 
migraines; anxiety; vomiting; schizophrenia; depression; motor disorders such as 
Parkinson's disease; inflammatory diseases such as rheumatoid arthritis, iritis and 
conjunctivitis; diseases of the respiratory organs such as asthma and chronic bronchitis; 
diseases of the gastrointestinal system such as ulcerative colitis and Crohn's disease; 
and hypertension. 

The skilled artisan, armed with the disclosure provided in the application as 
filed, would have been able to determine, through routine experimentation, the amount 
of a compound of formula I that is therapeutically effective. For example, the Examiner 
is directed to paragraphs 0015 and 0031 of the Application, which disclose exemplary 
dosage ranges, which expressly and inherently provide a basis for one skilled in the art 
to arrive at a therapeutically^effective amount of the formula to treat the listed disorders. 
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Applicant submits that the kind of experimentation required for determining 
therapeutically effective amounts, while complex in some regards, is routine to one 
skilled in the art, and, therefore, is not undue experimentation. Armed with the 
teachings of Applicants invention and what was known in the art, the practitioner would 
not need to engage in any undue experimentation to practice the invention 
commensurate with the scope of newly amended Claim 5, and Claim 5 is therefore 
enabled under 35 U.S.C. § 1 12. 

As such, Applicant respectfully requests that the Examiner reconsider and 
withdraw the rejection of Claim 5 under 35 U.S.C- § 1 12, First Paragraph. 

IV. Rejection under 35 U.S.C. § 112, Second Paragraph 

Claim 8 stands rejected under 35 U.S.C. § 1 12, second paragraph as being 
indefinite for failing to particularly point out and distinctly claim subject matter. Claim 8 
has been amended to remove the reference to Claim 1 and to refer only to compounds 
of "formula II", support for which can be found at pages 4 and 5 of the specification as 
filed. In light of the amended claim language, Applicant respectfully requests that the 
rejection of Claim 8 under 35 U.S.C. § 1 12 be reconsidered and withdrawn. 
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V. Conclusion 

In view of the foregoing, Claims 1-6 and 6 are in condition for allowance, and 
Applicant earnestly solicits a Notice of Allowance. If the Examiner believes, for any 
reason, that personal communication will expedite prosecution of this Application, the 
Examiner is invited to telephone the undersigned at the number provided. Prompt and 
favorable consideration to this Amendment and Reply is respectfully requested. 

Respectfully submitted, 

Montgomery, McCracken, Walker & Rhoads, LLP 

James D. Cashel 
Attorney for Applicant 
Registration No. 42,394 

Date: July 21, 2008 

123 South Broad Street 
Philadelphia, PA 19109-1099 
Tel: (215) 772-1500 
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